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DETAILED ACTION 

1. Claims 1-34 are pending. 

2. Applicant's election of Group 51, claims 7-10 (now claims 7-10 and 32-34) directed to an 
isolated differentially-regulated human angiogenesis polypeptide of SEQ ID NO: 44 filed on 
2/9/06 is acknowledged. Because applicant did not distinctly and specifically point out the 
supposed errors in the restriction requirement, the election has been treated as an election 
without traverse (MPEP § 818.03(a)). 

3. Claims 1-6 and 1 1-31 are withdrawn from further consideration by the Examiner, 37 C.F.R. 
§ 1 .142(b) as being drawn to nonelected inventions. 

4. Claims 7-10 and 32-34 are under examination as they read on an isolated differentially- 
regulated human angiogenesis polypeptide of SEQ ID NO: 44. 

5. The specification on page 1 should be amended to reflect the status of 10/164,595 and the 
relationship between 10/164,595 and the instant application. 

6. Applicant's IDS, filed 2/9/06 and 1 1/21/03, is acknowledged, however, reference 8 was 
crossed out because it is duplicate of reference 6. 

7. The specification is objected to under 37 CFR 1.821(d) for failing to provide a sequence 
identifier for each individual sequence. Figures 1-19, on page 1 have described several amino 
acid sequences that each must have a sequence identifier. Correction is required. 

8. Claims 7-10 are objected to because they depend on non elected claims 1-4, respectively. 

9. Claim 32 is objected to for the following informalities: the "a by" recited in claim 32, lines 4 
is improper. Deletion is required. 

10. The following is a quotation of the second paragraph of 35 U.S.C. 1 12. 

The specification shall conclude with one or more claims particularly pointing out and distinctly claiming the subject 
matter which the applicant regards as his invention. 

1 1 . Claims 7-10 and 32-34 are rejected under 35 U.S.C. 1 12, second paragraph, as being 
indefinite for failing to particularly point out and distinctly claim the subject matter which 
applicant regards as the invention. 

A. Claims 7-10 are indefinite because they recite polypeptides but depend from a 
polynucleotide claims 1-4, respectively. 

B. The recitation "which is coded for a by a polypeptide which hybridizes" in claim 32 is 
indefinite and ambiguous because 1) it is unclear how a polypeptide would be coded for 
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another polypeptide and 2) it is unclear how a polypeptide would hybridize to a 
polynucleotide. 

C. The "polypeptide fragment" recited in claims 33-34 has no antecedent basis in base claim 
32. Base claim 32 only recites an isolated polypeptide. 

12. 35 U.S.C. § 101 reads as follows: 

'Whoever invents or discovers any new and useful process, machine, manufacture, or composition of matter or any 
new and useful improvement thereof, may obtain a patent therefore, subject to the conditions and requirements of this 
title". 

13. Claims 7-10 and 32-34 are rejected under 35 U.S.C. 101 because the claimed invention is not 
supported by either a specific and/or substantial asserted utility or a well established utility. 

Applicant is directed to the Utility Examination Guidelines, Federal Register, Vol. 66, No. 4, 
pages 1092-1099, Friday January 5, 2001. 

The instant application has provided a description of isolated polypeptides of SEQ ID NO: 44 
encoded by SEQ ID NO: 43 and an antibody to said polypeptides. The instant application does 
not disclose the biological role of the protein or its significance. The specification also asserts 
that the claimed ANH0757 polypeptide, which is encoded by differentially regulated gene in 
angiogenesis comprises a bZIP transcription factor domain at amino acids 519-583 of SEQ ID 
NO: 44 (see page 59, row 5). The specification further asserts that the gene expression profile of 
the encoded polypeptide of SEQ ID NO: 44 is Ul S H (see table 3, page 63, row 23) indicating 
that the gene up-regulated at i-hour, and remained (sustained) up in the 8- and 24-hour assays 
high (H). Further the specification asserts that polynucleotide of ANH0757 have been mapped 
to 5q35.2 chromosomal band which associated with congenital development disorder (see page 
61, row 1). Furthermore, the specification asserts that the claimed polypeptides of SEQ ID NO: 
44 can be utilized in therapeutic applications, especially to treat diseases and conditions of 
vascular tissue, including angiogenesis, such as immunotherapy, vaccination, protein or 
polypeptide replacement therapy, among other (see page 45 lines 15-21). 

However, neither the instant specification or the art of record identifies even a single disease or 
disorder which has been shown to be associated with the claimed SEQ ID NO: 44 of the instant 
invention has not been shown to be differentially expressed in any disease or disorder, the 
claimed polypeptide cannot be employed in a diagnostic capacity. The specification does not 
teach how to extrapolate data obtained from the gene expression profile studies to the 
development of a therapeutic treatment. The increased copy number of DNA does not provide a 
readily apparent use for the polypeptide, for which there is no information regarding level of 
expression, activity, or role in angiogenesis. For example, Pennica et al (PNAS 95:14717-14722, 
1998) provides an example where the DNA copy number is amplified but the RNA expression is 
actually reduced. 

There must be some expression pattern that would allow the claimed polypeptide of SEQ ID NO: 
44 to be used in a diagnostic manner. Many proteins are expressed in normal tissue and diseased 
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tissues. Therefore, one needs to know, e.g., that the polypeptide is either present only in a 
angiogenic tissue, to the exclusion of normal or is expressed in higher level in diseased tissue 
compared to normal tissue (i.e. overexpression). However, in the absence of any disclosed 
relationship between the claimed polypeptide and any disease or disorder and the lack of any 
correlation between the claimed polypeptide with any known disease or disorder, any 
information obtained from any expression profile would only serve as the basis for further 
research on the observation itself. "Congress intended that no patent be granted on a chemical 
compound whose sole "utility" consists of its potential role as an object of use-testing" Brenner, 
148 USPQ at 696. The disclosure does not present a substantial utility that would support the 
requirement of 35 U.S.C. §101. 

14. The following is a quotation of the first paragraph of 35 U.S.C. 1 12: 

The specification shall contain a written description of the invention, and of the manner and process of making and using it, 
in such full, clear, concise, and exact terms as to enable any person skilled in the art to which it pertains, or with which it is 
most nearly connected, to make and use the same and shall set forth the best mode contemplated by the inventor of carrying 
out his invention. 

15. Claims 7-10 and 32-34 are also rejected under 35 U.S.C. 1 12, first paragraph. Specifically, 
since the claimed invention is not supported by either a specific and/or substantial asserted utility 
or a well established utility for the reasons set forth above, one skilled in the art clearly would 
not know how to use the claimed invention so that it would operate as intended without undue 
experimentation. 

Further, besides the isolated polypeptide of SEQ ID NO: 44, the specification fails to provide 
any guidance as to how to make an isolated differentially-regulated human angiogenesis 
polypeptide having the sequences set forth in SEQ ID NO: 44 as claimed in claims 7-10, or an 
isoltated polypeptide which is a polypeptide "having at least 90% identity along its entire length" 
to the complete amino acid sequence set forth in SEQ ID NO: 44 and which is coded for a 
polypeptide which hybridizes under high stringency conditions to the complete complement of 
the polynucleotide sequence set forth in SEQ ID NO: 43 in claim 32 or an isolated polypeptide 
fragment of claim 32 as claimed in claim 33, or an isolated polypeptide fragment of claim 32, 
which comprises amino acids 1-448, 448-449, or 532-639 of SEP ID NO: 44 . The specification 
does not enable any person skilled in the art to which it pertains, or with which it is most nearly 
connected, to make the invention commensurate in scope with this claim. 

The specification discloses amino acid sequences of SEQ ID NO: 44 encoded by SEQ ID NO: 
43. The instant claims encompass in their breadth any polypeptide having 90% or more amino 
acid sequence identity along its entire length to the polypeptide sequence of SEQ ID NO: 44 or 
any isolated polypeptide fragment of SEQ ID NO: 44 or an isolated polypeptide fragment which 
comprises amino acids 1-44, 448-449 or 532-639 of SEQ ID NO: 44. 

The terms "having" "comprises" are open-ended (See MPEP 21 1 1.03) and extend the variant 
polypeptides to include additional unspecified amino acids on either or both termini. There does 
not appear to be sufficient guidance in the specification as filed as to how the skilled artisan 
would make the various amino acids recited in the instant claims. A person of skill in the art 
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would not know which sequences are essential, which sequences are non-essential, and what 
particular sequence lengths identify essential sequences. There is insufficient guidance to direct 
a person of skill in the art to select particular sequences or sequence lengths as essential. 
Without detailed direction as to which amino acid sequences are essential to the function of the 
polypeptide, a person of skill in the art would not be able to determine without undue 
experimentation which of the plethora of amino acid sequences encompassed by the instant 
claims would share the function of the polypeptide of SEQ ID NO: 44, other than the amino acid 
ofSEQIDNO:44. 

Further, there is tremendous variability in the importance of individual amino acids in protein 
sequences. Since the bZIP transcription factor domain is a key determinants of activity of 
claimed SEQ ID NO: 44, residue substitutions that are conservative (e.g., Glu in equilibrium 
Asp, Asn in equilibrium Asp, He in equilibrium Leu, Lys in equilibrium Arg and Ala in 
equilibrium Gly) can have severe phenotypic effects. There is no simple way to infer the likely 
effect of an amino acid substitution on the basis of sequence information alone. Therefore, one 
skill in the art would not be able to predicted what residue substitutions can replace the amino 
acid residues in the disintegrin domain without affecting it function. 

The art acknowledges that function cannot be predicted based solely on structural similarity to a 
protein found in the sequence databases and recognized that it was unpredictable if any 
functional activity will be shared by two polypeptides having less than 100% identity over the 
full length of their sequences. Attwood (Science 2000; 290:471-473) teaches that "[i]t is 
presumptuous to make functional assignments merely on the basis of some degree of similarity 
between sequences. 

The instant claim language appears to encompass subsequences. For example, claims 32-33 
recites a polypeptide fragment having at least 90% identity along its entire length to the complete 
amino acid sequence of SEQ ID NO: 44. However, the specification does not appear to have 
provided sufficient guidance as to which subsequences of SEQ ID NO:44 would share the 
function of SEQ ID NO:44. Neither does the specification appear to have provided any working 
examples of any functional subsequences. Thus it would require undue experimentation of the 
skilled artisan to determine which subsequences of SEQ ID NO:44 would have the function of 
the full length molecule, and in turn identify nucleic acid subsequences of SEQ ID NO:43 which 
encode these subsequences 

Therefore, the specification fails to provide sufficient guidance as to which changes in the core 
structure of SEQ ID NO: 44 is essential for maintain its biological activity and which changes 
can be made in the structure of SEQ ID NO: 44 and still maintained the same function. The 
specification fails to provide guidance to the role of bZIP transcription factor domain sequence 
within the disintegrin domain of SEQ ID NO: 44 in function of the claimed polypeptide. The 
specification does not provide sufficient guidance as to what amino acids within the angiogenesis 
polypeptide can be change without affecting the function. 

Reasonable correlation must exist between the scope of the claims and scope of the enablement 
set forth. In view on the quantity of experimentation necessary the limited working examples, the 
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nature of the invention, the state of the prior art, the unpredictability of the art and the breadth of 
the claims, it would take undue trials and errors to practice the claimed invention. 

16. Claims 7-10 and 32-34 are rejected under 35 U.S.C. 1 12, first paragraph, as containing 
subject matter which was not described in the specification in such a way as to reasonably 
convey to one skilled in the relevant art that the inventor(s), at the time the application was filed, 
had possession of the claimed invention. 

Applicant is in possession of the isolated polypeptide of SEQ ID NO: 44 encoded by SEQ ID 
NO: 43. 

Applicant is not in possession of any isolated differentially-regulated human angiogenesis 
polypeptide having the sequences set forth in SEQ ID NO: 44 as claimed in claims 7-10, or an 
isoltated polypeptide which is a polypeptide "having at least 90% identity along its entire length" 
to the complete amino acid sequence set forth in SEQ ID NO: 44 and which is coded for a 
polypeptide which hybridizes under high stringency conditions to the complete complement of 
the polynucleotide sequence set forth in SEQ ID NO: 43 in claim 32 or an isolated polypeptide 
fragment of claim 32 as claimed in claim 33, or an isolated polypeptide fragment of claim 32, 
which comprises amino acids 1-448, 448-449, or 532-639 of SEQ ID NO: 44. 

Applicant has disclosed the amino acid of SEQ ID NO: 44 encoded by SEQ ID NO: 43; 
therefore, the skilled artisan cannot envision all the contemplated amino acid sequence 
possibilities recited in the instant claims. Consequently, conception cannot be achieved until a 
representative description of the structural and functional properties of the claimed invention has 
occurred, regardless of the complexity or simplicity of the method. Adequate written description 
requires more than a mere statement that it is part of the invention. See Fiers v. Revel, 25 
USPQ2d 1601, 1606 (CAFC1993). The Guidelines for the Examination of Patent Application 
Under the 35 U.S.C.l 12, H T'Written Description" Requirement make clear that the written 
description requirement for a claimed genus may be satisfied through sufficient description of a 
representative number of species disclosure of relevant, identifying characteristics, i.e., structure 
or other physical and or chemical properties, by functional characteristics coupled with a known 
or disclosed correlation between function and structure, or by a combination of such identifying 
characteristics, sufficient to show the applicant was in possession of the genus (Federal Register, 
Vol. 66, No. 4, pages 1099-1 111, Friday January 5, 20001, see especially page 1 106 3 rd column). 

V as-Cath Inc. v. Mahurkar. 19 USPQ2d 1111, makes clear that "applicant must convey with 
reasonable clarity to those skilled in the art that, as of the filing date sought, he or she was in 
possession of the invention. The invention is, for purposes of the written description inquiry, 
whatever is now claimed." (See page 1117.) The specification does not "clearly allow persons 
of ordinary skill in the art to recognize that [he or she] invented what is claimed." (See Vas-Cath 
at page 1 116.). Consequently, Applicant was not in possession of the instant claimed invention. 
See University of California v. Eli Lilly and Co. 43 USPQ2d 1398. 



Applicant is directed to the final Guidelines for the Examination of Patent Applications Under 
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the 35 U.S.C. 1 12, 1 1 "Written Description" Requirement, Federal Register, Vol. 66, No. 4, 
pages 1099-1 111, Friday January 5, 2001. 

17. The following is a quotation of the appropriate paragraphs of 35 U.S.C. 102 that form the 
basis for the rejections under this section made in this Office action: 
A person shall be entitled to a patent unless — 



(b) the invention was patented or described in a printed publication in this or a foreign country or in public use or on sale in 
this country, more than one year prior to the date of application for patent in the United States. 



18. Claims 9-10 and 32 are rejected under 35 U.S.C. 102(b) as being anticipated by Carninci et 
al (Genome Res. 10:1617-1630, 2000). 

Carninci et al teaches a 640 amino acids polypeptide having 93.7% identity along its entire 
length to the complete amino acid sequence of claimed SEQ ID NO: 44 (see attached sequence 
alignment in particular). The referenced polypeptide would be encoded by a polynucleotide 
which hybridizes under high stringency conditions to the complete complement of 
polynucleotide sequence of SEQ ID NO: 43. 

The reference teachings anticipate the claimed invention. 

19. No claim is allowed. 

20. Any inquiry concerning this communication or earlier communications from the examiner 
should be directed to Maher Haddad whose telephone number is (571) 272-0845. The examiner 
can normally be reached Monday through Friday from 7:30 am to 4:00 pm. A message may be 
left on the examiner's voice mail service. If attempts to reach the examiner by telephone are 
unsuccessful, the examiner's supervisor, Christina Chan can be reached on (571) 272-0841. The 
fax number for the organization where this application or proceeding is assigned is 571-273- 



Information regarding the status of an application may be obtained from the Patent Application 
Information Retrieval (PAIR) system. Status information for published applications may be 
obtained from either Private PAIR or Public PAIR. Status information for unpublished 
applications is available through Private PAIR only. For more information about the PAIR 
system, see http://pair-direct.uspto.gov. Should you have questions on access to the Private 
PAIR system, contact the Electronic Business Center (EBC) at 866-217-9197 (toll-free). 



8300. 



April 3, 2006 




Maher Haddad, Ph.D. 
Patent Examiner 
Technology Center 1600 
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